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LSD1 contributes to germline immortality in C. elegans by
reprogramming epigenetic memory
David J. Katz, T. Matthew Edwards, William G. Kelly
Department of Biology, Emory University, Atlanta, GA, USA
Upon their speciﬁcation, the two primordial germ cells (PGCs) in C.
elegans, Z2 and Z3, rapidly lose the euchromatic mark di-methylation
of histone H3 on lysine 4 (H3K4me2). This epigenetic erasure has been
suggested to contribute to embryonic germline maintenance through
chromatin-based transcriptional repression. The mammalian protein
LSD1 has been shown to demethylate H3K4me2. Here we show that
mutants in the C. elegans LSD1 ortholog, spr-5, exhibit progressive
sterility overmany generations due to defects in oogenesis and a delay
in spermatogenesis. The progressive sterility correlates with increased
retention of H3K4me2 in the PGCs, suggesting that SPR-5 mediated
H3K4 demethylation is essential for germline immortality. In addition,
microarray analysis and quantitative rt-PCR in spr-5 mutants
demonstrate that the progressive sterility corresponds with a
heritable build up of expression in spermatogenesis genes. Taken
together, these results suggest that failure to erase H3K4me2 in the
germline cycle causes a progressive failure of epigenetic erasure in the
PGCs which leads to inappropriate expression of spermatogenesis
genes and increasing sterility. From these data we conclude that
H3K4me2 can serve as an epigenetic memory and that LSD1
demethylases play a critical role in the reprogramming of this
memory in the germline, preventing inappropriate epigenetic infor-
mation from being propagated from one generation to the next.
doi:10.1016/j.ydbio.2008.05.287
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The intriguing interaction of Dicer (DCR-1) with GLH-1, a P
granule component in Caenorhabditis elegans
Erica L. Racen, Tamara J. McEwen, Karen L. Bennett
University of Missouri, Columbia, MO, USA
The Germline RNA Helicases (GLHs) are a family of four proteins
that associate throughout all stages of development with the germline
P granules of Caenorhabditis elegans. GLH-1 is essential for fertility,
although howGLH-1 functions in germline development is still largely
unknown. Through immunoprecipitations, we have recently deter-
mined that GLH-1 and DCR-1 bind one another and their interaction is
not dependent upon RNA. Along with physical binding studies, we
also identiﬁed a genetic interaction between GLH-1 and DCR-1. In the
dcr-1(ok247) null mutant, GLH-1 levels are reduced or nearly absent,
both by western blot analysis and by immunocytochemistry. Con-
versely, we ﬁnd that DCR-1 protein levels are dramatically reduced in
western blot analyses of glh-1(gk100), a strong loss-of-function
mutant, indicating that GLH-1 and DCR-1 levels are mutually
dependent. How might the regulation of these two proteins be
related? Microarray analysis of the dcr-1(ok247) mutant by the Bass
laboratory recently reported that glh-1 mRNA is signiﬁcantly reduced
when DCR-1 is missing; perhaps DCR-1 regulates glh-1 mRNA levels
through miRNAs. We also observed that DCR-1 protein levels increase
within hours whenworms are grown in JNK or proteosome inhibitors,
implying that DCR-1 may be targeted for degradation by the Jun-
terminal kinase KGB-1 (one of only three JNKs in C. elegans), as is the
case for GLH-1. Based on our ﬁndings, we propose that GLH-1 may
associate with DCR-1 to facilitate the miRNA pathway, directing the
RISC complex to appropriate mRNA targets. These interactions could
occur in the P granules or in the C. elegans germline RNA granules that
are similar to somatic P bodies.
doi:10.1016/j.ydbio.2008.05.288
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A dominant suppressor of the fog-1(q253ts) allele maps to C.
elegans LGII
Kristin R. Douglas, Ashley C. Caravelli, Joshua J. Lyphout
Biology Department, Augustana College, Rock Island, IL, USA
Germ cell fate in C. elegans is determined through a complex
genetic pathway ending in fog-1 and fog-3. fog-1 encodes a member of
the Cytoplasmic Polyadenylation Element Binding (CPEB) protein
family. In other model systems, CPEB proteins have been shown to
regulate translation of target messages. FOG-1 is required for germ cell
proliferation and spermatogenesis in C. elegans; however its target
messages and exact mechanism of activity in the worm germline
remain to be elucidated. To identify proteins that either regulate or
interact with FOG-1, we performed a genetic suppressor screen. We
mutagenized approximately 85,000 haploid genomes and identiﬁed
two dominant suppressors of the fog-1(q253ts) allele. We have
mapped one of the dominant suppressors to LGII using genetic and
snip-SNP mapping.
doi:10.1016/j.ydbio.2008.05.289
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The actin cytoskeleton plays a key role in the dynamic behavior of
cells during development, mediating cell shape change and cell
migration. To determine the underlying basis of these cell behaviors
we must understand how actin dynamics are regulated. Numerous
proteins have been identiﬁed that inﬂuence actin dynamics including
Capping Protein (CP) and Ena/VASP proteins. Studies using cultured
cells suggest that these proteins function in opposition to each other.
The presence of Ena/VASP proteins at the barbed end promotes
continued polymerization, while CP terminates polymerization. To
understand how these actin regulators function together in vivo, we
have chosen to examine their role during Drosophila oogenesis. In
Drosophila, the nurse cells produce the nutrients and macromolecules
the oocyte needs to start development. Thesematerials are transported
into the oocyte through actin-rich ring canals following contraction of
the cortical actin/myosin network. Just prior to this contraction, a
network of unbranched, cytoplasmic actin ﬁlaments forms between
the membrane and nucleus. This network prevents the nucleus from
being pushed into the ring canal and blocking transport.Drosophila has
a single Ena/VASP protein, Ena. When Ena is inactivated, ﬁlament
formation is compromised. CP also appears to play a role during
oogenesis aswhen the level of functional CP is reduced, the cytoplasmic
actin network appears disorganized. We are currently examining how
these two actin regulators function together during oogenesis by
analyzing the effects of reducing the levels of both proteins.
doi:10.1016/j.ydbio.2008.05.290
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Myosin phosphatase plays a role in incomplete cytokinesis
Change Tan, Seng Kai Ong
Bond Life Sciences Center, Division of Biological Sciences, University of
Missouri, MO, USA
Germline cyst formation is essential for both oogenesis and
spermatogenesis in a wide variety of species, from fruit ﬂy to human.
Mammalian male germline cysts were observed over a century ago
(McGregor, 1899; Ebner, 1888; Sertoli, 1877; George, 1865). Fawcett et
al. (1959) suggested that these cysts arose from incomplete cytokin-
esis. Brown and King (1964) adopted this hypothesis to explain the
origin of the ring canals linking the cystocytes of a Drosophila egg
chamber. However, it is still not clear how the cleavage-furrow
constriction is arrested during incomplete cytokinesis. Our protein
expression pattern and mutant phenotypic analysis suggest that
myosin phosphatase plays a role in incomplete cytokinesis, presum-
ably by inhibiting non-muscle myosin II, the driving force of cleavage-
furrow constriction. We ﬁnd that in wild-type ﬂies the nascent rings
derived from the cleavage furrows do not grow, contrasting to what
people imagined, until very late. In the myosin phosphatase mutant,
the rings in fact shrink, suggesting that myosin phosphatase prevent
the rings fromover-constriction.Myosinphosphatase is likely to be the
molecular clue for understanding the incomplete cytokinesis.
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Zfh-1 controls somatic stem cell self-renewal in the Drosophila
testis, and non-autonomously inﬂuences germline stem cell
self-renewal
Judith L. Leatherman, Steve DiNardo
Department of Cell and Developmental Biology, University of
Pennsylvania School of Medicine, USA
The ability of adult stem cells to maintain their undifferentiated
state depends upon residence in their natural microenvironment, the
niche. The Drosophila testis supports two stem cell populations,
germline stem cells (GSCs) and somatic cyst progenitor cells (CPCs),
which require chemokine activation of Jak/STAT signaling for self-
renewal. We identiﬁed the transcriptional repressor zfh-1 as a target
of Jak/STAT signaling in CPCs, and found that it is required for CPC
self-renewal. Sustained zfh-1 expression in CPC daughters kept these
cells as stem cells, indicating that zfh-1 is necessary and sufﬁcient for
the somatic stem cell state. Surprisingly, continued somatic zfh-1
expression in CPC daughters also affected neighboring germ cells,
causing them also to undergo self-renewal outside their niche, and
these ectopic GSCs did not display Jak/STAT activation. To further
explore the requirement for Jak/STAT signaling in this niche, we
activated the pathway cell intrinsically in either the somatic or
germline cells. We found that germline Jak/STAT activation was not
sufﬁcient, but somatic activation (with zfh-1 induction), was non-
autonomously sufﬁcient for GSC renewal outside the niche. There-
fore, CPCs can cause GSC renewal, and this signal is likely to be an
important component of normal GSC self-renewal. This work reveals
unexpectedly complex cell–cell signaling in this niche, and provides
a model for how other more complex niches might integrate signals
from multiple cell types to create specialized microenvironments
that support stem cells.
doi:10.1016/j.ydbio.2008.05.292
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A cell-intrinsic role for IGF signaling in zebraﬁsh primordial germ
cell migration
Antony W. Wood, Xianpeng Sang, Matthew S. Curran
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We previously reported that suppression of IGF signaling disrupts
primordial germ cell (PGC) migration in zebraﬁsh, but the mechan-
ism underlying this effect has not been elucidated. IGF ligands
stimulate migration of multiple cell types, leading us to hypothesize
that IGF ligands may function to promote PGC migration. To test this,
we examined the spatial mRNA expression patterns of zebraﬁsh IGF
genes (igf1, igf2a, igf2b) during PGC migration. In situ hybridization
analyses revealed distinct mRNA expression patterns for each ligand,
with igf2b mRNA exhibiting abundant expression in the urogenital
tract, in correspondence with the migration route of PGCs. To
determine if PGC migration is responsive to alterations in IGF ligand
expression, we synthesized hybrid gene expression constructs that
permit conditional overexpression of each IGF ligand in the PGC
microenvironment. PGC-speciﬁc overexpression of IGFs consistently
led to aberrant PGC migration, indicating that PGC migration is
sensitive to aberrations in paracrine IGF signaling. Lastly, we show
that overexpression of a conditional (PGC-speciﬁc) dominant-
negative IGF1 receptor disrupts PGC migration, conﬁrming that
PGCs cell-intrinsically depend on IGF signaling for normal migration.
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